INTRODUCTION
Health is fundamental to human life. Within healthcare systems, health related quality of life (HRQOL) studies are becoming increasingly common in recent times. 1 The World Health Organization (WHO), in its constitution, has defined health as "A state of complete physical, mental, and social well-being not merely the absence of disease or infirmity". 2 This definition of health by WHO recognizes the importance of health measures beyond traditional clinical outcomes of morbidity and mortality. 2, 3 According to Centers for Disease Control and Prevention (CDC), measures of HRQOL has evolved since 1980 and include those aspects of Quality of Life (QOL) that can be clearly shown to affect health-either physical or mental. 4 Leading health organizations has also identified HRQOL as a goal for people across all life stages and is a matter of concern among policymakers, researchers and healthcare practitioners. 5 A large body of research has been devoted to development of HRQOL measures. 6 Use of HRQOL instruments have been incorporated in health surveillance and are considered valid indicators for health needs, policy documents, service requirements and intervention outcomes. 4 Development and utilization of HRQOL instruments increased in last decade in efforts to improve patient health and value of health care services. 7 For many medical conditions and problems, it is possible to use a single measure to assess effectiveness, eg. blood pressure or a diagnostic test, but these approaches may not be suitable for comparing relative output of different interventions for different disease groups in various populations. 8 The use of HRQOL studies is suitable in understanding effect of interventions on different populations. Physical, social and emotional impact of diseases and their impact on patients' lives are focus of HRQOL studies. HRQOL, as a concept, differs from physiologic aspects of disease and has been recognized as important clinical outcome in studies evaluating pharmaceutical agents, medical technology and healthcare. 9 Health is interchangeably referred through three different concepts viz. Health Status, functional status and quality of life (QOL). The domain of health encompasses negative aspects of life such as death or disability as well as positive aspects such as happiness or role function. HRQOL studies are particularly useful in assessing chronic diseases. 10 It is argued that valid and reliable measures assessing functional status and well-being of an individual may provide more detailed information about the health of individuals in population than through gross measures such as life expectancy and infant mortality. 11 The measures and instruments used to evaluate HRQOL include generic instruments, with a fixed set of items regardless of disease state, and disease specific tools to address impact of certain disease. 12 These instruments, both generic and disease specific, are developed in past 50 years. These instruments were single item global ratings initially, changed to more lengthy and extensive surveys of well-being and transformed into brief evaluations carried out through psychometric reduction methodologies. QOL is a broad ranging concept and there is no universally accepted definition of QOL 14 QOL is perceived as a state of well-being. World Health Organization (WHO) defines QOL as "individuals perception of their position in life in the context of the culture and value systems in which they live in relation to their goals, expectations, standards and concerns". 15 QOL gained prominence in social research studies since 1970s. Though frequently used, QOL is used interchangeably with other terms and phrases such as "life satisfaction", "functional statuses" and "well-being". 16 Since QOL has multidimensional aspects, it is neither feasible and practical nor, perhaps, possible to measure all aspects that are a part of broad concept of QOL.
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14 The inherent weakness of the concept of quality of life is that it is applied beyond the realms of health. 8 The widely valued aspects of life, not generally considered "health" exist and include income, freedom, quality of the environment, culture, religion etc. 17 This broad definition of QOL prompted researchers to develop and validate instruments that specifically measure health as an indicator of well-being and not merely Quality Of Life. The primary application of HRQOL measures is clinical evaluation but it has also been applied to health planning, population monitoring, health service research and policy evaluation. 12 One potential limitation of biomedical measures is that it may not, sometimes, indicate improvement in health function and status. Incorporation of HRQOL measure to assess physical, psychological and social functioning complements the outcome and assessment derived from biomedical measures. 18 Vitality, pain and cognitive function are also important domains of HRQOL. 16 Generic instruments are applied to measure HRQOL across various health conditions. Disease specific instruments are used to measure a specific disease or group of diseases. 19 Growing body of literature suggest increasing importance of HRQOL as an outcome measure ofclinical trials. 20 Many randomized clinical trials often evaluate HRQOL as valid and useful endpoints in assessing morbidity and mortality in addition to traditional clinical outcomes. 21 HRQOL is usually measured with "instruments", which refers to patient questionnaires. HRQOL instruments are classified as either generic or disease specific. The choice of HRQOL instrument depends on the research question being investigated and hypothesis that is tested in clinical trials. The purpose of using an instrument should be clearly stated as to assure that the questionnaire used is in accordance as desired and intended by developers of the instruments. 22 A large body of HRQOL instruments, generic as well as disease specific, are developed over the years that measure aspects of well-being, pain, emotional distress, impact on daily activity, to name a few. PROs have become crucial endpoint in clinical studies over the years. Regulatory agencies in the US and Europe released guidelines for development and use of PROs. The guidelines aim to standardize quality standards and minimum requirements for PRO instruments. 23 The issue of HRQOL, however, has limitations. As Gurkova 24 has mentioned, debate around definition of HRQOL centers upon following issues: a. The relationship and distinction between "health related quality of life" and "quality of life" b. The relationship and distinction between "health" and "quality of life" c. Distinction between indicators and HRQOL predictor, or between indicator and causal variables of QOL. The reflection paper discussed how HRQOL may have a place in drug evaluation process with the existing guidance documents and stated that approval of a new medicinal product is based on its efficacy and safety in given condition, through established endpoints concerning core symptoms and condition. The paper also stated that HRQL assessment is optional and needs to be supported by data collected with the help of validated instruments. 26 In February 2006, US Food and Drug Administration (FDA) published its draft guidance on "Patient Reported Outcome Measures: Use in medical product development to support labeling claim". 27 Since FDA published only a guidance document, reasonable deviations to approaches outlined in the guidance may be acceptable with documented justification. 28 However, draft guidance by FDA is considered milestone for acknowledging the importance of PRO measures in clinical trials. 29 The approach adopted by EMEA is more flexible and general whereas FDA provides more direct recommendations. The draft guidance by FDA had several limitations in the use of PRO measures during clinical development and trials of medicinal products. 29, 30 These limitations and suggested measures to overcome it are discussed by Revicki 29 and, Arpinelli and Bamfi. 30 In the revised FDA guidance released in 2009, the agency has clarified that PRO data can be used to measure the risk of treatment as well as benefit, and the development of PRO measures is an iterative process with no single correct approach. In the final guidance document, emphasis placed by FDA is on defining the role of a PRO endpoint in clinical trials and documenting development history of a PRO. 31 
Use of HRQOL and PRO in India
The extensive research carried out using HRQOL measures in North America and Europe is not evident in developing countries, including India a computerized search was carried out for published literature regarding, primarily, Health Related Quality of Life (HRQOL) and to a lesser extent to "Quality of Life (QOL) studies in India. Pub Med data was used to extract studies related to HRQOL and QOL in India. The search terms used were "HRQOL" and "India". The search was restricted for a time period from January 01, 2001 to August 31, 2013. Another search term "SF-36", in addition to above search terms "HRQOL" and "India" was added to search and was restricted for time period mentioned above. The search term "SF-36" was added as "SF-36" is 36 item Short Form Health Survey. SF -36 is a generic and coherent measure, administered to adult patients to measure their Quality of Life (QOL) through self reporting.
A total of 61 studies were found for search terms "HRQOL" and "India". Out of these 61 studies found using the search terms, 11 studies were carried out in settings/population outside India, thus the number of HRQOL studies pertaining to India trickled down to 50, which is significantly less than the studies carried out in North America and Europe. The search strategy neither focused on the quality of studies nor the type of studies and disease conditions for which HRQOL measures are used. It was observed from the search data that published HRQOL and QOL studies within India and/or by Indian researchers were primarily and PRO are developed and its validity and reliability is well established. Regulatory agencies are increasingly favoring use of HRQOL measures during clinical trials as secondary endpoints during drug approval process. It is essential to understand viewpoint of recipients of healthcare system and equally important to integrate it into decision making that would lead to rational budget allocation, deployment of healthcare resources and access to these services. India with its vast population and increasing healthcare challenges in its delivery, should aim at creating infrastructure for carrying out HRQOL studies and use of PRO instruments in making health policy decisions. 
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after 2005. A large number of studies are published after 2010; during 2005-2009 the number of studies related to HRQOL was handful, totaling 13 whereas after 2010 the number of studies published on HRQOL within Indian setting rose substantially. Studies related to HRQOL, published in Indian setting and/or by Indian researchers, during the last four years from 2010-2013, rose to 37. This clearly shows interest among Indian researchers to conduct more research in this field. The use of search terms "HRQOL", "India" and "SF-36" yielded only 14 studies out of which 7 studies were carried out in settings outside India. India has unique challenges in delivering healthcare due to its huge population size and growing number of elderly population. 32 The results obtained through combining different search terms, show that effective use of HRQOL and PRO measures is in nascent stage in India. The use of Patient Reported Outcome (PRO) measures may help in assessing impact of healthcare interventions on patients, assist in resource allocation, evaluate effects of change to services and assist clinical governance. In order to bring new technology as well as approaches, and innovations into public health system, 32 the research regarding use of HRQOL and/or PRO measures, to identify gaps in healthcare resource allocation is essential. The use of HRQOL and PRO measures may help plug gaps in healthcare delivery and resource allocation effectively and efficiently in India. 
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